Growth-inhibitory effect of phosphatidylinositol 3-kinase inhibitor on human pancreatic cancer cells and expression of Bcl-2 family.
Pancreatic cancer is one of the most devastating malignant tumors in humans and novel modalities for treatment need to be developed. We studied the mechanism of the growth-inhibitory effect of phosphatidylinositol 3-kinase (PI 3-K) inhibitor on human pancreatic cancer cells from the point of view of expression of the Bcl-2 family proteins. Growth of AsPC-1 and COLO-357 human pancreatic cancer cells was inhibited by a phosphatidylinositol 3-kinase (PI 3-K) inhibitor, wortmannin, and this growth-inhibitory effect was more marked in medium containing 10% fetal bovine serum (FBS) than in serum-free medium. In these cells, DNA fragmentation increased with the concentration of wortmannin in a dose-dependent manner. In Panc-1 human pancreatic cancer cells, cell growth and induction of DNA fragmentation were not influenced by treatment with wortmannin at concentrations up to 25 microM. Western blot analysis showed a decrease in expression of BclXL protein in AsPC-1 and COLO-357 cells by treatment with 25 microM wortmannin and this decrease was especially prominent in AsPC-1 cells. On the other hand, the expression of BclXL protein in Panc-1 cells was not influenced by treatment with wortmannin. The expression of BclXS protein was not detected by conventional Western blotting and the expression of Bcl-2 and Bax protein was not altered by wortmannin in all three cell lines. Decrease in expression of BclXL protein could be partly involved in the growth-inhibitory effect of the PI 3-K inhibitor, wortmannin, on pancreatic cancer cells. Although the growth of Panc-1 cells was not inhibited by wortmannin, PI 3-K inhibitor could still be one of the candidates for treatment of pancreatic cancer and BclXL could be a target for gene therapy.